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New derivatives of echinocandine , their preparation process 

and their use as antifungals. 
is a 371 of PCT/PR00/01568 filed June 8, 2000,— 

The present invention relates to new derivatives of 
5 echinocandine, their preparation process and their use as 
antifungals . 

A subject of the invention is, in all possible isomer 
forms as well as their mixtures, the compounds of formula 
(I) : 
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in which 

25 either R x represents a hydrogen atom or a methyl radical. 

R 2 represents a cyclohexyl radical substituted by an amine, a 
CH 2 CH 2 NHCH 3 radical, a CH 2 CHCH 3 NH 2 radical, a 
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radical, a CHCH 3 CH 2 NH 2 radical, a -(CH 2 )aOH radical, a 
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t-he compound^ of^ formula 
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(I) 



20 -e ither Ri -*ep*eiknJLs-a hydrogen aten or ? methyl e«±rcai^ 

t-1 substituted by an amine, & 



R 2 tup - rooonta -a cyclohexyl 
tfVafeCH 2 NHCH 3 weWfWl, jt CH 2 CHCH 3 NH 2 radica l, f 
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wrtSSsl, | CHCH 3 CH 2 NH 2 ua4i«€fl, £ -(CH2)aOH wwiicai, a 



35 r^^ea«ati«J an integer eo mpTTSBd betfcen 1 
CsN r - tadica ^r 



8, #i (CH 2 )b- 



b r£px£^afc«ig an integer-oeffipf4-s«d b e / wc on 1 a*wt 8, # 
CHCH 3 C 6 H 5 r*ii«el, ^ (CH 2 ) -C (CH 3 ) 2 NHCOCF 3 .wadieei, ^ ^ 



aeadi^^i, d ^epre - acnting a n integer sompri-sed' 



CHCH 3 (CH 2 ) 

or Ri and R 2 together with the nitrogen ^Ji^oh c e ^ Z^^j^^ 
form a ring &akki 

an amine ^ 
R3 ^e^erorrt^-s hydrogen a^*em, >& methyl s*£ hydroxyl 
R 4 ^pit^s^^s^ hydrogen a&em or jbl hydroxyl r-^dioerr* 



3, 4 or 5 carbons optionally substituted by 




j^px^R-t-s a linonr or bxaBj^TS^ cyclic ^#Tn7 oontaift iag 



up to 30 carbon atoms, optionally containing/ one ox max 
heteroatomj§, {one e^-fntme heterocycle$ o - r - a lii^r7 



or cyclic acyl radic al contain 



adlc alo o n to i- aBLag: up to 30 carbon atoms 
optionally containing^ one s g^jg aox a heteroatomjL and/or i onet&z* 
heterocyclefe, 
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J^x^ee^te-a hydrogen afceftr, ^ methyl radio e d ., ^~CH 2 CONH 2 , 
15^CH 2 C=N r«Hr«n f a HCH 2 ) 2 NH 2 ^~(CH 2 ) zNalk+X" aacfeorl, X ^e4rf^a 
halogen a^» and alk' ; a» alkyl radical containing up to 8 
carbon atoms, 

Y\ ^pj^at^-^. hydrogen d£*m, p hydroxy^ sa q kL eal -ox-*a halogen 
at^ m -o^afi^OS0 3 H ^die^l or ©ae-ei the salt* oF^ic radical, 
20 W ro pr - csen - t o ^ hydrogen afean or a*. OH sadicai , 
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hydrogen a^m or methyl xadiS-sfi, J 
addition saltft- with ' acido - of th e- products &£■ 



f ormula — <r£f* 

2) compound^ of fcoxsauLa ("P 



def..ing.cUjrft claim 1 in which 



25 T frppnesgrvfce— a hydrogen atesn. 

3) Bs^ compound$ of fo - rmula (I) defined in claim 1 e^-^in 
which W represents a hydrogen a&m. 

4) ^ Stee compound? of formula (T) d e fined in any om> of . 



claimf 1 in which Z 



methyl radical . 



30 



35 



5) Z^^rre compound^ of £ox£ftuia (T) defined io-^Lnnp 
claim$ 1 in which Y pe p - roe'enta a hydrogen abea. 

6) rf ^he compounds of formula (^-fi^Ux^ d^A n any ^n^=^ 
claims 1 be*-5r in which R 3 represe*rfc-s--a- methyl xad-i-cadL. 

7) ^*fce compound? of fee amid defined in -a ny orna^^f claimf 1 
feer-*6 m which R 4 re pr e s e nts a hydroxyl gadic etl. 
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9) compound^ of formul a ( I) d e fin e d - claim 8, in 

5 which R ^p rejcnto 
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15 10) ¥he compound? of f oi mula (I) d ^rred-^ claim 8, in 
which R rop^p^pntg. fl 
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11) Mte compound^ of £axmiil a ^1) defined i - n - a - n ^^ft^-^. 
claim^ 1 fee-*© in which R L is <a ?iyd^gin atom. 



;: 



17 

") compound* of f** m *±, J _ 4 ^_^^^ 

claims 1 ts-W in which R 2 is ^ 

0~ nh2 
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13) compound? of ^ouj^X I) dftf < n » H ^ 



claim* i ^ in which^R, is 
-CH 2 -CH-NH 2 maiimAf f - CH -CH 2 NH 2 «S? cal or __^ 
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claimr 1 U^iT in which R2 is ^ 
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15) x£e 



- 1 



[4 -"dH-l>eniimida 2 ol-2-yl)-»thyl)-a I >ino]-N2-tt4.- 
(pentyloxy, n.V.V , l»-terphe„ yl] -4-yl,-car b c„ ylI -L- 
orn l th 1 „e,-4-H-,4-hydroxyp h e„y 1) - L . threonineJ5 _ L „ s 
echrnocandina B trif luoroacetate (isomer B ),^ 
- trans l-[4- [ (2-amino cy clo-hexyl) -amino] -N2- [ 
<P<mtyloxy, n.V.V , 1 "-terpncnyi J -4- yl , -carbonyi, -L- 

0 -"W-)-^M- ( 4-hydroxyphenyl,- L - thr eo„i„e,-S-L- S er i „ e - 
echrnocandine B trif luoroacatate (isomer A) 
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16)^ ^roc^ for the preparation off compound* of fa mib /t } 
d&£ ^ £d - ^ any on^ of claim^ 1 ^^^n^trtt^gcl in Lhat^L, 
compound of^tormula J&Sr) — 
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HO' V 

R R D t v ri . „ a^-^P^~^'^ **OeU+4 — j 

uz-»?rTCh R, R 3/ r 4 , t, Y, w and Z fehea^ prc-iouc 

paaninau. is subjected to__&^ta^-Qft^ an amine or amine 
20 derivative capable of introducing 

^yj-^ J*e<iiea-1 in which R : and R 2 

Zb g^^ n th o ir provkm .s meani ng and i«f 'd o oij r €d to the action of 
a reducing agent 

and/or an amine f unctionalization agent, 

and/or an acid j= q o rder to form the salt of the product ^JL-^/ 
o&^alT-rsa-, 

30 and/or a separat ion agent of the different isomers obtained, 
and th&'-sgught comp eund' of foimula (I) io -^H^-oJafca-lna^ 
17) As antifungal compounds, the compounds of formula (I) 
defined in any one of claims 1 to 15, as well as their 
addition salts with acids. 

35 18) The pharmaceutical compositions containing at least one 
compound of formula (I) defined in any one of claims 1 to 15 
as a medicament, as well as their addition salts with 
pharmaceutical^ acceptable acids. 



— 19. An antifungal composition comprising an antifungally 
effective amount of a compound of claim 1 and an inert 
pharmaceutical carrier, 

20. A method of treating fungal infections in warm-blooded 
animals comprising administering to warm-blooded animals in need 
thereof an antifungally effective amount of a compound of claim 
1." 



REMARKS 

0 The amendment is submitted to insert reference to the PCT 

00 application, to remove multiple dependency from the claims and to 

D 

S| conform the claims to the American practice. 



f§§ Respectfully submitted, 

Hj BIERMAN, MUSERLIAN AND LUCAS 



Charles A. Muserlian, #19,683 
Attorney for Applicant (s) 
Tel, # (212) 661-8000 
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Enclosures: Marked-Up Version of Specification and Claims 
Return Receipt Postcard 
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